This review assessed the effectiveness of routine antenatal anti-D prophylaxis for Rhesus D negative women compared with no prophylaxis. They concluded that all the evidence suggested that prophylaxis reduced the incidence of sensitisation and therefore haemolytic disease of the newborn, while being associated with minimal adverse events. Overall, the authors' conclusions are appropriate and likely to be reliable.
Study selection
Studies assessing the effectiveness of routine antenatal anti-D prophylaxis in pregnant women who are Rhesus D negative were included. To be eligible the dose used had to be either two doses of at least 500 international units (IU) of anti-D immunoglobulin at 28 and 34 weeks' gestation, or a single dose of at least 1,500 IU at 28 weeks gestation followed, in either case, by a further dose at delivery of a Rhesus D positive baby or within 72 hours. Eligible comparators were no prophylaxis or comparisons of different doses, or methods of administration. Randomised and non-randomised controlled trials were eligible provided they were methodologically sound.
The key outcome of interest was the sensitisation rate for Rhesus D negative women who delivered a Rhesus D positive infant. Other outcomes of interest were incidence of haemolytic disease of the newborn, child survival and disability, health-related quality of life, and adverse effects of treatment.
The included studies, which were community-based, varied in whether they included unsensitised women who had had a previous pregnancy, as well as women pregnant for the first time. They also varied in the time at which they collected sensitisation data.
Study selection was undertaken by one researcher; studies where there was uncertainty about eligibility were assessed by a second researcher. Disagreements resolved through discussion.
Assessment of study quality
Studies were assessed based on criteria from CRD Report 4, including methods of randomisation, allocation concealment, baseline comparability, blinding, proportion of withdrawals and whether an intention-to-treat analysis (ITT) was included. Studies were then classified as being of good, fair or poor quality.
The authors did not state how many researchers undertook the quality assessment.
Data extraction
Data were extracted from each study on the number of women sensitised in the intervention and comparison group; the percentage sensitised with 95% confidence interval (CI) were calculated, as well as the odds ratio (OR). Data on the clinical outcomes of Rhesus D positive pregnancies in sensitised women and number of adverse events were also extracted. Authors were contacted for missing data, where possible.
Data were extracted by one researcher using a standardised extraction form; any studies that gave rise to uncertainty were reviewed by a second researcher. Disagreements were resolved by discussion.
Methods of synthesis
A narrative synthesis was undertaken with accompanying tabulation of the data. A meta-analysis using binary logistic regression with a fixed-effects model was also undertaken.
The studies were pooled in three groups: studies using a two dose regimen that included only women pregnant for the first time (Group 1); studies using a single dose regimen that included women pregnant for the first time and women with one or more previous pregnancies (Group 2); and community based UK studies using a two dose regimen that included only women pregnant for the first time (Group 3), which was a subgroup of Group 1.
Statistical heterogeneity was assessed using p-value.
Results of the review
Nine studies were included: one RCT (although only uncontrolled data available); one quasi-RCT; five non-randomised studies with historical or geographical controls; and two community based studies (one was a controlled before-andafter study and one a retrospective before-and-after study). Two studies were rated as good quality, three as fair and four as poor. From the studies comparing routine antenatal anti-D prophylaxis to no prophylaxis, there were 30,768 pregnancies resulting in Rhesus D positive babies. There was a sensitisation in 65 intervention group pregnancies and 136 in the control group.
The authors identified two community-based interventions as providing the best estimate of likely efficacy, due to their study design. Based on the pooling of these studies, the pooled sensitisation rate in women pregnant for the first time was 0.95% (95% CI 0.18 to 1.71) in the antenatal prophylaxis group compared with 0.35% (95% CI 0.29 to 0.40) for the control group. The odds ratio for risk of sensitisation was 0.37 (95% CI 0.21 to 0.65) and the absolute risk reduction for sensitisation was 0.6%.
There was also a reduced risk with prophylaxis in women pregnant for the first time based on the pooling of all studies using a two dose regimen (OR 0.33, 95% CI 0.20 to 0.55; four studies) and pooling of single dose studies (OR 0.20, 95% CI 0.13 to 0.29; three studies). There was no statistically significant heterogeneity.
There were minimal adverse events.
Cost information
The cost per quality-adjusted life-year (QALY) gained by routine antenatal anti-D prophylaxis for Rhesus D negative women during first pregnancy compared to no prophylaxis was between £9,000 and £15,000; prophylaxis for all women Rhesus D negative women was estimated as £20,000 to £35,000 per QALY.
Sensitivity analysis suggested that the results were robust; base-case sensitisation rate and the odds ratio for the sensitisation rate associated with routine antenatal anti-D prophylaxis had the greatest impact on the incremental costeffectiveness ratio.
Data were also reported for cost per life year gained, cost per foetal loss avoided, and cost per sensitisation avoided.
Authors' conclusions
All the evidence suggested that routine antenatal anti-D prophylaxis for Rhesus D negative women reduced the incidence of sensitisation and therefore haemolytic disease of the newborn, while being associated with minimal 
CRD commentary
This review had clearly stated inclusion criteria and searched several sources for studies, including some sources of unpublished studies. There were no language restrictions in the search strategy, although the authors were unable to translate two studies to assess eligibility for inclusion. The method of reducing error and bias in study selection and data extraction may have had some limitations in detecting errors, as only papers where the first researcher had uncertainty were checked by the second researcher.
Study quality was assessed and discussed in detail in the narrative synthesis, with consideration given to how this may have influenced the direction of the results. The key relevant study details were provided and the statistical pooling seemed appropriate.
